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DETAILED ACTION 

Continued Examination Under 37 CFR LI 14 
A request for continued examination under 37 CFR 1.1 14, including the fee set forth in 
37 CFR 1.17(e), was filed in this application after final rejection. Since this application is 
eligible for continued examination under 37 CFR LI 14, and the fee set forth in 37 CFR 1.17(e) 
has been timely paid, the finality of the previous Office action has been withdrawn pursuant to 
37 CFR 1.114. Applicant's submission filed on June 26, 2006 has been entered. 

Claims 65, 84, 104, 146 and 147 have been amended. Claims 148-157 are newly added. 
Claims 65, 66, 68-144 and 147-157 are pending. Any rejection or objection not expressly 
repeated has been withdrawn. The text of those sections of Title 35, U.S. Code not included in 
this action can be found in a prior Office action. Applicant's arguments with respect to the 
amended claims have been considered but are moot in view of the new grounds of rejection. 

Claim Rejections - 35 USC § 112 - 2 nd paragraph 

Claims 94-1 14 are rejected under 35 U.S.C. 1 12, second paragraph, as being indefinite 
for failing to particularly point out and distinctly claim the subject matter which applicant 
regards as the invention. 

Claims 94-100 are drawn to a "suspension consisting o/[a budesonide product] 
suspended in an aqueous solution." (emphasis added) However, these claims are further limited 
by claims 101-114 that use "comprising" language. Because the claims use a combination of 
"closed" (consisting of) and "open" (comprising) language, it is not clear what, if anything, is 
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meant to be excluded. Therefore, one of ordinary skill would not be apprised of the metes and 
bounds of the claims. 



Claim Rejections - 35 USC § 103 

Claims 65,66, 68-83,94-97, 101-109, 112, 115-117, 124-126, 130-132 and 139-141 are 
rejected under 35 U.S.C. 103(a) as being unpatentable over Harris et al (US 6,187,765) in view 
of Jakupovic et al (WO 96/32095). 

Harris teaches the preparation of a composition of a glucocorticosteroid, mometasone 
fiiroate (MF), in the form of a sterile, aqueous suspension comprising a nonionic surfactant, a 
buffer and soluble salt. See examples 3, 5 and 6. The reference notes the importance of sterility 
in compositions to be inhaled. The product is prepared using a process that comprises pumping a 
solution of MF through a sterilizing filter, followed by precipitating with water, suspending and 
micronizing to a preferred particle size of less than 2.0 /xm. The reference further discusses the 
use of particles having a range of 0.5-5 fim. See col 1, lines 27-42; col 2, beginning at line 65 and 
continuing through col 3, line 17; and examples 1 and 2. The reference further teaches that this 
product is useful for the treatment of airway disorders including asthma and various 
inflammatory conditions. See col 1, lines 17-25. The reference clearly draws equivalence 
between MF and other glucocorticosteroids, such as budesonide and beclomethasone. See col 2, 
lines 5-15. The reference teaches that budesonide is known to be used as a suspension 
comprising a citrate buffer and a surfactant. The reference does not teach a sterile suspension 
comprising micronized budesonide. 
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Jakupovic teaches respirable particles of budesonide, produced by using water to 
precipitate the budesonide from an organic solution. See abstract and examples. The reference 
further suggests the preparation of other glucocorticosteroid, such as mometasone, 
beclomethasone and fluticasone. See page 4, lines 27-29. The product is for nasal inhalation with 
a particle range of about 0.1 /xm to about 10 /xm. See paragraph bridging pages 3 and 4. A 
product wherein 90% of the particles have a diameter of less than 5.7 jam is exemplified. See 
example 1, page 8 and page 4, lines 4-6. The reference further teaches the preparation of 
pharmaceutical compositions by adding any of a variety of pharmaceutically acceptable carriers. 
See page 5, beginning line 11, continuing through page 6, line 17. 

It would have been obvious to one having ordinary skill in the art at the time the 
invention was made to prepare a sterile suspension comprising micronized budesonide for the 
treatment of inflammatory conditions and asthma using the method of Harris. One of ordinary 
skill would reasonably expect success in using the Harris method for the preparation of sterile, 
micronized budesonide. Although the Harris process exemplifies mometasone, it would be 
within the scope of the artisan to select an appropriate solvent and precipitation conditions for 
budesonide through routine experimentation. It is known from Jakupovic that budesonide may be 
precipitated from a solution of methanol with water. Both references draw equivalence between 
mometasone and budesonide. In the absence of unexpected results, it would be further obvious to 
select appropriate additives and optimize their concentrations, as well as the size of the 
micronized particles through routine experimentation. Regarding pH, Harris suggests the use of a 
pH range of 3 to 7 using a citrate buffer for mometasone and teaches that budesonide is sold in a 
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suspension comprising a citrate buffer. Therefore, one of ordinary skill would reasonably expect 
a similar appropriate pH range for budesonide and optimize accordingly. 

Claims 110 and 1 1 1 are rejected under 35 U.S.C. 103(a) as being unpatentable over 
Harris et al (US 6,187,765) in view of Jakupovic et al (WO 96/32095) as applied to claims 65, 
66, 68-83,94-97, 101-109, 112, 115-117, 124-126, 130-132 and 139-141 above, and further in 
view of Guy et al (US 5,540,930). 

Harris and Jakupovic teach as set forth above. The references do not teach the use of 

EDTA. 

Guy teaches that EDTA — alone or in combination with benzalkonium chloride — has 
utility in preventing microbial contamination of glucocorticosteroid suspensions. See col 3, lines 
35-40; col 4, lines 1-14; and col 5, lines 1-5. 

It would have been obvious to one having ordinary skill in the art at the time the 
invention was made to prepare a sterile suspension comprising budesonide as set forth above. It 
would be further obvious to prepare one comprising EDTA for its utility as an antimicrobial to 
protect the sterile composition from microbial contamination. 

Claims 113, 114, 121-123, 127-129, 136-138 and 142-144 are rejected under 35 
U.S.C. 103(a) as being unpatentable over Harris et al (US 6,187,765) in view of Jakupovic et al 
(WO 96/32095) as applied to claims 65,66, 68-83, 94-97, 101-109, 112, 115-117, 124-126, 130- 
132 and 139-141 above, and further in view of Helzner et al (WO 97/01341). 
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Harris and Jakupovic teach as set forth above. The references do not teach the use of 
thickeners or the treatment of allergic conditions or rhinitis. 

Helzner teaches that anti-inflammatory glucocorticosteroids, such as budesonide and 
beclomethasone. See paragraph bridging pages 1 and 2. The reference teaches a variety of typical 
pharmaceutical additives, such as antimicrobials, buffers, surfactants and viscosity builders 
(thickeners). The reference teaches a preferred pH range of about 4.0 to 6.5. See paragraph 
bridging pages 7 and 8 and the general formula directly thereafter. 

It would have been obvious to one having ordinary skill in the art at the time the 
invention was made to prepare a sterile suspension comprising micronized budesonide, as 
discussed above. It would be further obvious to administer this product for the treatment of 
allergic rhinitis with a reasonable expectation of success because Helzner had taught that 
budesonide has this utility. It would be further within the scope of the artisan to select 
appropriate additives, such as thickeners, and determine the appropriate concentration through 
routine experimentation. 

Claims 1 18-120 and 133-135 are rejected under 35 U.S.C. 103(a) as being unpatentable 
over Harris et al (US 6,187,765) in view of Jakupovic et al (WO 96/32095) as applied to claims 
65, 66, 68-83, 94-97, 101-109, 112, 115-117, 124-126, 130-132 and 139-141 above, and further 
in view of Morice et al (Clin. Pharmacol. Ther., 1996). 

Harris and Jakupovic teach as set forth above. The references do not teach the treatment 
ofCOPD. 
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Morice teaches the administration of nebulized budesonide for the treatment of COPD. 
See abstract. 

It would have been obvious to one having ordinary skill in the art at the time the 
invention was made to prepare a sterile suspension comprising micronized budesonide, as 
discussed above. It would be further obvious to administer this product for the treatment of 
COPD with a reasonable expectation of success because Morice had taught that budesonide has 
this utility. 

Claims 148, 149, 152 and 153 are rejected under 35 U.S.C. 103(a) as being unpatentable 
over Harris et al (US 6,187,765) in view of Jakupovic et al (WO 96/32095) as applied to claims 
65, 66, 68-83, 94-97, 101-109, 112, 115-117, 124-126, 130-132 and 139-141 above, and further 
in view of Jonsson et al (Drug Metab. Dep., 1995). 

Harris and Jakupovic teach as set forth above. The references are silent regarding the 
isomeric form. 

Jonsson teaches that the 22R epimer has three times the anti-inflammatory potency as the 
22 S epimer. 

It would have been obvious to one having ordinary skill in the art at the time the 
invention was made to prepare a sterile suspension comprising micronized budesonide, as 
discussed above. It would be further obvious to prepare such a suspension using the 22R epimer 
because of the greater anti-inflammatory potency. One of ordinary skill would reasonably expect 
success in preparing such a suspension. 



Application/Control Number: 09/993,669 Page 8 

Art Unit: 1623 

Claims 84-93, 146 and 147 are rejected under 35 U.S.C. 103(a) as being unpatentable 
over Jakupovic et al (WO 96/32095) in view of Harris et al (US 6,187,765) and Tainsh et al (WO 
95/31964). 

Jakupovic teaches as set forth above. The reference does not teach a sterile product or the 
preparation of a suspension. In preparing this product under non-sterile conditions, it would 
inherently comprise viable microorganisms. Harris teaches that a suspension of budesonide is 
known and the importance of sterility for inhaled compositions. 

Tainsh teaches the preparation of a suspension comprising the glucocorticosteroid, 
fluticasone. The reference further teaches the sterilization of the prepared suspension using 
steam. See paragraph bridging pages 4 and 5. 

It would have been obvious to one having ordinary skill in the art at the time the 
invention was made to prepare particles of budesonide as prepared by Jakupovic for use in a 
suspension as described by Harris and sterilize this suspension by steam as described by Tainsh 
for human administration. In the absence of unexpected results, one of ordinary skill would 
reasonably expect success in using this sterilization process because it is taught for a sterilization 
of a suspension comprising a glucocorticosteroid. Although these claims are product-by-process, 
the burden is on Applicant to demonstrate a difference between the product prepared according 
to that described by the references and that prepared according the invention. 

Claims 150, 151 and 154-157 are rejected under 35 U.S.C. 103(a) as being unpatentable 
over Jakupovic et al (WO 96/32095) in view of Harris et al (US 6,187,765) and Tainsh et al (WO 
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95/31964) as applied to claims 84-93, 98, 146 and 147 above, and further in view of Jonsson et 
al (Drug Metab. Dep., 1995). 

Jakupovic , Harris and Tainsh teach as set forth above. The references are silent regarding 
the isomeric form. 

Jonsson teaches that the 22R epimer has three times the anti-inflammatory potency as the 
22S epimer. 

It would have been obvious to one having ordinary skill in the art at the time the 
invention was made to prepare a sterile suspension comprising micronized budesonide, as 
discussed above. It would be further obvious to prepare such a suspension using the 22R epimer 
because of the greater anti-inflammatory potency. One of ordinary skill would reasonably expect 
success in preparing such a suspension. 

Double Patenting 

Claims 65-70, 72-80, 84-1 17, 121-132, 136-144, 146 and 147 are rejected under the 
judicially created doctrine of obviousness-type double patenting as being unpatentable over 
claim 1 of U.S. Patent No. 6,686,346 in view of Harris et al (US 6,187,765) and Tainsh et al 
(WO 95/31964). 

Claims 1,11, and 12 of '346 recite a suspension (or administration of said suspension) 
comprising budesonide suspended in an aqueous medium. The claims do not require that the 
suspension be sterile or recite all the various additives. The claims recite the treatment of 
mammals but no humans specifically. 
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Although it would be obvious to one of ordinary skill prepare a suspension for inhalation 
in sterile form, Harris teaches this explicitly. Tainsh teaches steam sterilization of a suspension 
of a glucocorticosteroid. 

It would have been obvious to one having ordinary skill in the art at the time the 
invention was made to sterilize the suspension because it is desirable for inhaled products to be 
sterile. One of ordinary skill would reasonably expect success in using the steam sterilization 
process as described by Tainsh. With regard to the various additives, one of ordinary skill would 
look to the written description, particularly the examples, which comprise micronized 
budesonide and the recited additives. It would be further obvious to treat humans with a 
reasonable expectation of success. 

Claims 65-70, 72-80, 84-117, 121-132, 136-144, 146 and 147 are rejected under the 
judicially created doctrine of obviousness-type double patenting as being unpatentable over 
claim 1, 3, 7 and 8 of U.S. Patent No. 6,291,445 in view of Harris et al (US 6,187,765) and 
Tainsh et al (WO 95/31964). 

Claims 1,3,7 and 8 of '445 recite a suspension (or administration of said suspension) 
comprising budesonide suspended in an aqueous medium. The claims do not require that the 
suspension be sterile or recite all the various additives. The claims recite the treatment of 
mammals but no humans specifically. 

Although it would be obvious to one of ordinary skill prepare a suspension for inhalation 
in sterile form, Harris teaches this explicitly. Tainsh teaches steam sterilization of a suspension 
of a glucocorticosteroid. 
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It would have been obvious to one having ordinary skill in the art at the time the 
invention was made to sterilize the suspension because it is desirable for inhaled products to be 
sterile. One of ordinary skill would reasonably expect success in using the steam sterilization 
process as described by Tainsh. With regard to the various additives, one of ordinary skill would 
look to the written description, particularly the examples, which comprise micronized 
budesonide and the recited additives. It would be further obvious to treat humans with a 
reasonable expectation of success. 



Any inquiry concerning this communication or earlier communications from the examiner 
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If attempts to reach the examiner by telephone are unsuccessful, the examiner's supervisor, Mr. 
Anna Jiang (571) 272-0627, may be contacted. The fax number for Group 1600, Art Unit 1623 
is (703) 872-9306. 
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